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PURPOSE: To control directiveness of a medicine to a targeted internal organ 
and to decrease disappearance rate of the medicine from blood by coating 
fat emulsifier particles with native polysaccharide derivative of specified struc- 
ture to form an emulsifier. 

CONSTITUTION: By mixing the fat emulsifier with the native polysaccharide 
derivative and stirring with a mixer, the fat emulsifier coated with the native 
polysaccharide derivative is obtd. The native polysaccharides is pullulan, 
amylose amylopectin, dextran or mannan, and one of the derivatives contains 
0.5 — 5.0 saccharide units per 100 component saccharide units in the 
polysaccharid, prim, hydroxyl group on six-position carbon atom in these saccha- 
ride units being a group of formula I, where Ri is H or cholesteryloxycarbonyl 
group. Therefore, in the amylose, the 0.5—5.0 saccharide units per 100 component 
units are saccharide unit of formula II. 



101 C 587 



- OCHiCONHCH T CH,NRRi 1 



CH , O CH, CONHCH, CH t NK&, 
JQH /Lo— « 



(54) AGENT FOR FORMING LIPOSOME 
(11) 63-319047 (A) (43) 27.12.1988 (19) JP 

(21) Appl. No. 62-157265 (22) 23.6.1987 
(7D-KANEBO LTD (72) KAZUYUKI TSUBONE 
(51) Int. CI 4 . B01J13/02,A61K9/10//A61K47/00 



PURPOSE: To increase safety of liposome and to form stable liposome by produc- 
ing an agent for liposome with 2-(l-N-2-fatty acid ester alkylamino) 
ethylphosphoric acid salt of specified formula. 

CONSTITUTION: To a tetrahydrofuran soln. dissolved 2-hydroxy-N- 
acylalkylaminoethanol of formula I, where R and R' are alkyl group contg. 
10 — 20 carbon atoms and alkenyl group contg. 9 — 19 carbon atoms, respectively, 
phosphorus pentaoxide is added in the amt. of 10 times mol and is reacted 
for 2 — lOhr with reflux. After cooling, a base is added and then, by concentrat- 
ing and desalting, the agent for forming liposome consisting of 2-(l-N-2-fatty 
acid ester alkylamino)ethylphosphoric acid salt of formula II, where R and 
R' are the same meaning in formula I and M is Na, K, ammonium or 
triethanolamine ion, is obtd. 
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PURPOSE: To use under severe flow condition an adsorbent increased its mechani- 
cal strength by forming the adsorbent by use of columnar calcined 
hydroxyapatite in which at least one small tubular hole passed through in the 
perpendicular direction is made. 
CONSTITUTION: In the hydroxyapatite formed into columnar shape, the small 
j tubular hole passed through in the perpendicular direction is made by physical 

t or chemical method and the hydroxyapatite is calcined at 800 — 1,500°C, prefer- 

ably 1,000 — 1,200°C. The calcined formation is a columnar body of ^lOO/im 
column diameter and ^lQjum in column height, having the small tubular hole 
of ^10/*m diameter passed through in the perpendicular direction. As the 
hydroxyapatite particle formed by calcining according to a purpose has strong 
mechanical strength, the adsorbent is suitable to effectively use under severe 
flow condition as packing for column chromatography, fixed carrier for micro- 
organism and enzyme. 



© 5 * m n n ff (j p) © n hf i±j @i ^ m 
®&m¥fn&n CA) 0H63-319O46 

©Int. Q.- §&SU!2-^ jfl^SSS^ @£M PSfP63^(1988)12^27B 

B 01 J 13/00 A-8317-4G 
A 61 K 9/10 3 0 7 B-6742- 4C 

©ft m BB62- 155393 
©m m PB62(1987)6/?24B 

&tmmfk%mttmB& 2-17-1 
mm&mmw&tt3z.&m; 2-23-5 / */ -y^mm 
mwmmwsmytimm- 137 

SS^^bffiH^eiBr^m^fE: 3-15-5 
301 

^mSt&g^fflgPT^B 2-20-5 o< tftt^ ^ y 
202 

efl&mftffi&TfrSm 4-16-10 
JK£fK£&K'J^JI! 4T§6Sl0f 





S8 


* 


m 




» 




w 


* 


in 






©IB 


m 


* 




K 


& t@ 


©is 


w 




<h 


UJ 


A « 


©n 




* 


it 


iZ2 


m- m 


©n 




* 






m * 


®j& 




it 


» 






®m 


m 


A 








3 


A 




idb iS* 





H 49 « 

it d )!t w fi w 

(1) + T $ o — j* % T*o-C^^x^ 

«off#tttt« *o e tea* *c * 1 

- OCHtCONHCHtCH»NHRi 
*> & * « t>** ) 

IC X rP*t n% * *W »«<9K** Bitf* a v .x T a- 

u ( * * wt ) -t^^xk:*"^-c, tntnati 
«8 * ct 1 0 0 fli,/tM. 6-1 0. o«i©ffifj*tett. 

-OB, 



•c x o-c #t « & * *m mm <* r . wwft 

(2) MWILWflC* ^ f * h =1 7 « o 

h * * * * v K, * * * « ^ K, * T -f » 7* 

1 <9~ 5 0 ti) S^ffff SOUffi^ Iff* >t 



-243- 



t&gfettffi t mm a 
«o£»#^fcx*£t*rt«/8#*i££**cttB 

t&&®R<0&U &*<D KKXDmSi t *> & 

# S ft x £ * . U a* U * * *,ft#*«^:b$>* 
X «> *r # X *> & £ t&tobith X !> tc * o * . 
« * K *> a c 1 ft e & -t ^ ira £ xa> t> * u 
4n*R**«ft*<itiA&. $>*»**Rffoftf*lfflfc 

S- S. Davis : Bnu lei on systems for the delivery 
of drugs by the parenteral route. Optimisation of 
drug delivery* Alfed Benson Symposium 17. Editors ,* 
Hans Bundgaard et, a 1. Copenhagen 1982* 

* x k *>^x * t i> t>*r mm t * * a 

^etT, * * 77 ^ ^ y m 2 % xeiT* ^ 

j£ TA ,**7 3L - h i ^/ * £LT * E 4> IS JQX£*. 
^ «u Ift 9* ft * jry-rttfteaP*?* 

<tffio-7 o ) *> & -c * * • 

H JL #1 HCO- 40 ^ HCO-50* HCO- 60 . *> X iK 
i; * + x f u y # ij ^ * '/ a tf uyx-f a- 
WJL » a * * * F - 68 * £*t3E£L 



?*IS!B363-3i9046C2> 

^aat^^^^ot- — saojfii "t» ft — m 

£«R*{*xj©B&&*J©*fc*ft**-*-&t tic x 
^ -c a w^acR * *v * c ^ ft » d * *»wft«j« 

a> l~ X . «flf5J»»^0*«50JB|ea^fta^K«»-- 

tux* *&mK4k& ***»»i*<*xa&iar 
MS9tt^ft«BE-r*c tft««t-raroKFfl.Wft 
H & t * *> © x*> & . 

^LTIC*:96Wft»lffl»Ctt«-r-6. 
*J6WK:*>^X. ttWILWfcHU ««Jtt»>Xlf 

ft«#ux*nt»£ u x # n * c £ :&* x * * . 
pHW*w£Lx*tt«*;*cBMt*-h9*A^ h 

Ko*V/*-A-T«>'/*>'*£ftJ8t/»&. 

t'ftffi^itt^t-e^a. 

%©-C* »<L<tt0.2-0.4/»«<E)%<Dr^>^. 

tferc^56wic«*^«**^«»*(*ft8ft*r 

h WTO Ct< Tfc &. 

nft^^-r*ii*utJoo<[a^/tf>^ o.s-&o<a 



-244- 



- OCH,CONHCH,CH«NHR, 

V» X * © 1 0 0 ft *> £ 0. 5~S.0<B©l9*te 
CH,OCH,CONHCH,CH,NHR, 

* * fit tt 0. S~ 4. 5 ffl "C i . nUXTV^** 




Xttje^a****?^'* -a* - * v» * £ tc x jr *f 

# ^ a- =» - * tm** a #-=>-t * *> „ 

ffitt fc«ttffl»o*tV^S . & *=>X ffifi$ $L*H & 

<*fcxj>i&g&*,*ijjw«fl[£#tx*itnHN =»v* 



WBBWI 63-319046(3) 

* JtsK&^iCtf* &* © © — f . StF S2 £ 
ttfci*^X*n*fflfifc-*-*88*<ai 0 0 <B* *: 2> 
0. 5-1 0. 0«©«*<tttt* -t©6<fc&*fC^tf 

* i ft* at*** 5* 

-OB, 

B 0 1 #^tt^X^^^Ba 5 8 - 2 0 1 7 1 1 2* 

0r5£*©**&«i *> U < tttttttft* % 

<fc *K * BMt *U «8btfc*«&*"Xtf-*:©ffe©«sJDo 
S5*tt*iD«ai^ i*vfc:aJfc©**lio;t**$* 

# \s S * + I- 3 7 * o - ha^^VA^T-te^ 
- h „ 9 ^aaf* - K ^ $ v K, ^ 

* * vK,*T4 a^cr^h (PGI, ) X -* © 

■4 a, wren sy * n * w ic # * n 

•f & C t & -C * ^ * *t A b © * tt © ffl ^ffiffi 



-245- 



ft Jift i 

^ V -k V f 1 2. 5 f «: tr zk 4 o o «e r > fltftS 
$3 * ^ V x * r*6 0-9 0 t t^tfc«*yto 

-C5 o^fitt*Lffc;L€i«,ffctt± LJfeo J3cv^-rw«zk 

9 >'Si**^^<'r-* , --C*Lft( 1 gt B 10 DKp/c^ 

* it BE 5 0 0 l*/tJL ) Lx*to-C#«B*flB6*a»*# 

t 9 u-c» h ttit mm*, m 1 o *t 
« + m&m. t&m u 
«ttt8!ltf9LMof ^«t^ft» a 2 - a 4 *m-ce^ 

«f ^tcsfttAau, mmm> 

KAWo^F^tt^ttwt a 2 - a4 «nteojto 
4 

12 5 CoQ 1D CJ6*fitt iCflDJt 

t)9A:o f^tt^fttt^ CL 2 ~ a 4 «n T 1ot J^Jb 

* JfcfcJ 5 



63-319046 (4> 
4 y m + h 9 * a a 1 5 r^IV^-^rr^^^ 
«ai s r t2n^6 o-9 ocK:*ni»U"C»»L 

ito fetf»£lfi> 6 0-9 OCKlBJftLT^ 

v» * ** « * 4 o o * & * % Dtv^tr^y-ki; v 
so o«ercUx *****---c3 0£-Htt4lfbU 

t»Llk( 1 StB 10 OKr/fll. -frttff 5 0 0**/c4 ) U 

«*!>-t*fcW*J8&B*a.»**»yfco ton M<D 
f*tta2-a4 *mt*Dx 1 #ni £1 Jh©«4 

C $ L-C# fetl-fc J5*S*Sl» 1 0 mi zi f *T 

* Jfitf 5 

as r © =» ^ * o -A'tl&^^^SiK 
iDDXi^nUs Jtttfll 1 * R *©#& t^tttfjfi 

a 2 - & 4 pid 1 Am2L±€>n* ± * * U * ^ *=> 
/to 

n -^gSUtA^^^^dci&ffi (2 4«V/«0 * 5^^D 

tt^ttttttreKaSLflJo^^tt^ffiH: a 2 - a 4 *m 
ft Ik ft 6 

& o *©t -r o r « * ► * *> b*> cx>*s.mK 

vT-ft? 7*D»V 

rewmwtwyfco ^Aitt^fttt a2 - a4 ^mn 

t 5 L"C*» &n^|»S6IL W 1 o mt (c % =ru^^ 

w - ^3li»A^^^^rfC»* ( 2 4f/rf) t 3 rntlm 

*9tmt8 *L fto g>Nlnrrrrir»»^i» til 3fe » 

«lpH»^«Qlffif99LffilO'F^«E-?-a»a2 - Q.4«n 



-246- 



it 

*. ?fe BS fi* *. SB 

**ifaJfe£>«Slf*ttWt=»v**» - A'* 

* * y 

ft 2. 5 ) 

i » -< & t f 

( ft HZQOO^ aVA^P -/w^ltt* 

KU ) 

d. ^fe K ft*. *U 

► *f * * A T * 

o ^ ^» ^ 

(^ : ?-tn2 t ooo N ^>iH>$tt*K ao) 



WSSH363-313046 (S) 

«& © a au >* * u * * r * t ^5 ^ 

( 2 0 ao 0 0* -A^tfc&« 2.3 ) 

* 9f ii& 85 *L »K >t L * - + 

( ^^fi 2 0 ao 0 0> 3V^tB-^a»ftRi5) 

#»**tt«ffi*&?Lau * # u * - ► a > * 
y^T-tr - >*5 */«*^*r Us ^ *s * 3fc 

6 6.0 0 0^ 3VAtB-^ilftK t7) 



^^AJfe^tSRWfrtt 3 v * * » - # 8* A 

T $ n -£ ^ ^ >- 

C ^-T** i t 2.0 o o„ » urnr* - A^agiBt^flt 2.0 > 

* ± * 

C a-^T-ft 2oaooo^ a^fn -^ttiat*& £3 > 
BB fi& 8. fcU /t/tL7f p / t»^ |. t 10 

^as^A^^^-^ c^^* 2 o ao o =» v.* 
2oaooo % » w^^-b -^aflts%tt 2.5 ) 



3 & 

£ ffil 3£ U it o 

K(f«-a2 DroM TrU-HCfc & ffi «t ( pH 7.2 ) 
t 1 0 0 0^(01 fCft^l, C n»c «g * 

1 *c ^to 



-247- 



ft 1 



K 




©SfctflflfcC ^) ® 


* «a * e 


a 


0 


286 




99 


b - 


1 


7.2 


289 


± 


49 


b - 


2 


3,6 


286 




100 


b - 


5 


t 8 


264 


± 


67 


c — 


1 


7. 2 


2 71 




80 


« - 


2 


44 


8 78 


* 


989 


o — 


5 


t 8 


255 




1 20 


d - 


1 


7.2 


247 


± 


4 1 


d - 


2 


id 


20 1 


± 


55 


d - 


3 


18 


265 


± 


81 


e 


7.2 


267 




67 


f 


7. 2 


262 




8 5 


B 


7.2 


272 


± 


78 


h 


1 8 


278 


± 


8 1 


i 


1 8 


290 


± 


9 1 


i 


1 8 


285 


± 


86 


k 


7. 2 


288 


± 


7 7 


t 


7 2 


29 6 


± 


86 



?$K!B363-3i9046(6) 

* 1 ©ft S3 

ft i x s tta??*sA*&ifti9* 

^fcffe*£ffliii*ttt*WJ!SB**l*J©=i * * 1"* 
»J fA«i;DQ*C£&*t**Bl 1 Itj^to 
D3 1 Oft 99 

1) ; ft 1 © b - 1 ©K*u 

2) ; ft i o b - 2 © 

s); ft 1 © b - s © tt*u 

4): ft 1 © a © K*K 

3) ; aW^^n - AHilA'^fyO^o 
^Wtta/^t^'i X A ( 2 5 0 ^f/ai«rf«g{B«) 

Kl © « « tt 8* IHI C«0 ttttfl 6 2 0 nm © 

0t3ttf£©$Cfb*:*-ro Ab«. t tti^rai t K A 620 
mnOft^ft Ab». 0 Hay ^ A*«to 

U*v*B»© 62 Own© ft3taC%-t*t*ft^ o 



^ ft ^ U XT n - * i* A ^ f ^ ©* T tt 
**ft#R©*8aDL*fl8ie>fcn*^o 

SSttfcMEWIti^-C CoQ, e ©ft*> * W C-C6Q, 0 

O-CTCa - e©t**Kttfcffl*L*o 
a. 14 C~CoQ 10 #%WI*A*J 

C 2 0 0.0 0 0. aw^^a 2£) 

SB MIL til 1 «t 

*c u -c 7. 2 

e. 14 C-CoQ 10 



C fr*Sk 1U0 0 0, a te) 
rc « U T 7 2 ^ 

?*<A'{b~tff r * i" y x -C «> £ o 
O 

tttt*^*? h(#J£280— 550f)©fc^:ffi 
g*»ifc*C<ft*|X;tta76i* u C-CoQ tD ^f7 tttALt 

«JftU*Jfctt*©#*mfl^*#TKfc«-*-&;* 

HU & -* tl 5 0 :9> * Jt 2 4S*M|ftfC»»T^: 



— 248- 



if! « *f &&&Oftiri& 

a 7 SfrfO Soluens 3 5 0/-f V 7* fcTyt* 7^ =» A* 
( % it; ) T »T« ffc I. . ft**** 
aoJtXK install/ 0.5 N HCZC 9 /< % )5«* 

fit © *j & I* IE © « S£ 

« gS tfj 5 0 *9 & & 5 at © Soliuns 5 5 0 K A, * 
lit anjWIO'f y**^-'/sytiet 
WT*Mt«. S ««© in»t«g«l X a 5 N HC£(£f % ttttJfc) 

It * U*o 

S3 2tt*f*Kf*«:J*tt©l&*©ift«lftaK&# 



«iaU363-319046 (7) 

(ft 2 OK W 

O epSH ttKft * * tt<* fc#© <t> ©. • 

E 2 *fe^tt**£IRWi»^«HI^8S*lSy*© 
,4 C-CoQ 10 ^Jfc*^e>©ffi*tt*««raEr*,JW*© 

® 3 X K 4 ©I* 95 

I i \ ESSEN x 0 s k\\v\^ © «■ # ? a «t K 

#4 a . K** b * X 1**4 c * -t it -en 1ft ^ U?t« 
& © Sa @ # ff Jt * 75 + o 

& c t*c x $ * w-s©#fr:ds* u < *r * u . 

*f^©S??rt;&&K:*8;fc)Ufco — >t>* BJ W ^ 
i$ AT < ^^^^^IfcffiS&KfJiaiTfcU Jtf-^©# 



4. ca H©ta tew 

*j *c i> in «r . l*iftl9<t©&;tB>ift£lt«6g£©n* 

& 2 *** *c#* * ^**©ift^©;te trig *«ai# 

*> * © 



& 2 El 



ft IS A 

tta A 
ft a a 



» * * 




tt * * 



is a «* m t*) 



-249- 



?4IHHa 63-319046 (B) 




* 3 EI 




30# 24^ 30** 24^ 30 24 i* 30 24 



-250- 



1*1816363-319046 (9) 



4 ® 



as 



3 



z 

§ 

3 



so- 



ft 



ft] * 



30 24 



*■* P<0.05 



30 24 



0.50 



0.25 



30** 24*fr 



to 

30-J* 24 



ft <* f a 



Mittifi *«-tOM® /$ til Bt A 



ft 



A 



<* 

& % 
ft * 

<#<sa 
n iE o « * 

-251- 



ff-lffii (8 3B3) *S * X 

mm d* * * a a) 



